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[0001] 

a»«H3j:t;ffii©BR«i=teit (ptca) '&<»to<§®w 

eointimal hyperplasia) £#<L\ fflkm=?-<Dmi!£T* &3o ff£MMjiMtt, HH 

f?liS (vsm) «Bfla©^ijifcj:^5it, *<&&<7>&w^ia^©*BflStt7 h 
fctho j(iiflp»*«©tD»!©»«ja*ict,^^^&r. tfr&&*;m 

JgRSflU tJtSMfc.fcl/T.^^^^^t.^O^Sljitt. #&«W(stretch i 
[0002] 

R.T?**. -tr^S Ktt, H*-<> (IL-1, TN FfccfctfCD 9 5 

l*»W*©**Wfro»e*«:aML SfcliX-r^ HDn—T-f >yi=J:Sfi»l 
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[0003] 

-tr^SKI*, -OtfHO^ c-Jun-N*«*t- tf (JNK) £,m<t 

u» mm\mifofti'>fi-)i,vm®t<ti&*i—v (erk) ^^nf-f^ 

tfB (P KB) *«Wr*c:fcl::J:o-C VSMi§m^Pl§-ri>-i:^»I 
n?fe6 e LfrU IfflflSitStt (ce 1 1 -permeab I e) -fe 7 S K A*, -f >e7K"CV SMig 

&#*i^iffi£;ft<&*s&m&5. 599. 307^icfc-?>®y, 

[0004] 

«m*s»^oa^Avic^fflaMa[ic3ia-r'5cfcic«k y » ¥»tt«iis©*©ft© 

[0 0 0 5] 

»*u*MMt"ci*, »»ii-c©/^u->jiii«»j*fi5i=*y»i8 

I*, lfflfoft t s'fi-)\,-<iVmZ*i%>*1--- tf (ERK) 6J:^af-f>*t-if 
B (P KB) 09\-®ffi&&<)>Mit£&'}?£il:$>Z£\Z&'2T&3t£®.%l?&Z 

ttfm&Zh&o &&ZtiZ>*olZs «»a2tt"b7 5 KOJHffltttt, /0l/-> 

MMdf fk©mk« $ vh%i&te%m£vif> zzt tfmn £ ftfc 0 

[0006] 
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mtonz&&fr'3&*>tMzftm&mz&&+& z t iz * y % ?m«u»(o^a>% 

[0007] 

riiJIffjttt (growth arresting) j <tl*, « (flittf, jMPFfflKtMS) # 
, 4lft^fr&ttffi$:fc&ggH?$fcftfH' h£^>l:: Lfcl^Zt 

rfligicsjfc^-^j tit. *otoitifiwm<»mitZQM-thtzit>\z 
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® $ w-r s #^<7)M^ s tz itmz *> it s mk&z&fcvw&ft £ ^v^f 
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( d ) m^&tzimnmm*, l < li^g^jtfcsiwicfliMsjrf xs. 

[O 0 1 2] 
[00 13] 

«M*£»RLfc. uttteAjaam**. ^<tiaai=a***i. 4a§ 

■ee-^lcaufc (@2 A) . fc«yS£j&Lfc (sham-treated) MMI*. t\-f*i 

4fS»IR©aig«0)fr**-r o Mffl£»Lfc=i>hn— JWMWR (02 B) izjp 
3 0©jjia»rctt, t't^WIU:/^-^ (@2 C) , C 6 -t75 
r-r >^LfcM*;u-> (02D) . fc<fct£vfc Kp— Cg— b^s K ( 

TOtttt^sMbUiK) -ca-f-f>yLfcA>-> 02 e) *<#**irt^fc, 

rt«a»j****l::*j|>*l*fc. «f*ferte/rt«llH:©3*ilMcfi(*$*i*J:9lz 
. t7S K#/to->R«tt©«£rtR»j*£9 2%IB8Lfc;:£j&< % $S^«f 
Ccj:oTW**tifc (02 F) . C 6 -- b 7 5 KOJFSSttftflHttftT? 

fc£vt KP-C 6 — fevS Kl*. /<;u->««©if»!(f**il>*-&3a:^o*:' 
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[00 14] 

Jlttftl^ mzvit. 2?fc Kp-C 6 — tr^S KUIifc < C6— fe? 5 •> 

v*emxmztsi\x* /<>i->fa%BtiL®mzm±pim&teftL%z?n ?>> uz 9 
vmntmz. -=L-i>-7> F&wxnmwim-z&L'gBtiLmmzw&iizm 
m?z>&i. -fimzmmitLtz. 2 1 E©0iJ-*£ 3 oronKnicaif , et* 

;uffiILfc*f-f;k eg— b^s ffllLfcAf-fl *fclti?tKo- 
C6-- b^s K*»Lfc*7— r;KDt^ti*Mc«ky, /*;u->iftitf}&jiM&£Jfi 

TMU £a»M«H*SI««fcLT«Lfc. «*©att£fcttllBBtt*>/< 

5 KftlLfc»K©llin?*fiSWofc. H2AI4. Jfa«MmO)IIK*a> 
U 0 2B~2EI*, ftattfcH/E&fcSftfcttJi***. £ 

±®/t*ju (@2B) li. M9=i>hn— ;U0»1K^L, =&±©/**;u (H 
2C) li, dmso/x*/— ;u (1 : i % v/v) a-f-f^Lfc/^-^ 
■COTLfcttflR***. 2ET©/<*JU (@2D) C 6 -t7 5K-e3-f-f 
>^Lfc/^U->1?«iSLf=afllR^*L» =ST©/<*;U (02 E) tt, -fe^S K 
©4«*ttTJStt»»Tf*«S?t KP-Ce— b55 KtftlLfcMlfSt. 
cti&©H««W©B«ytt, 200S^n>^„ H2FHC, S&?&£ 

©ttH^safcuri^*. 

[00 15] 

tjfcyMSPteicaiji^tis^jiwsjiffla^Tisi^A^b-efe*. jbt, ft 

ft*^«ft*©»IST?feU#*. Hat, Sttli. ©W£» 
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-b^5 £<DHm&*V&mzmti>m®Wimt)mmZtitzo [ 3 H] c 6 — 

K£hb— 9— <k LTfflL^t. 70±10nmo l©C6-fe75K^ 5fi' 
mo \ 0>Cq— tz^5 KJ§^bOy;UiLT/\>->lCJiffl*^*i:tt^^^ 
fc. @3Att ( &Afc<fctfl&$g£;KfcgL 1 2±2nmo I A</\*M,->|ZS® L 
fc^i^TF-To dftl*. ifa^f&j$tl5<D3M£G>fiS1l::. mt58nmo l(DC 6 

TLC) iCfeo-C^MLfc 13A), ifot^fi&ffi^b 1 5^l^m^Lfc^ 
(intact)(D-fe\5 5 K*l*, J&!SA/U-:/«i3rei*2. 7±0. 4nmo I » KB 
ft/<)l>—y&WX'\Z0 . 7±0. 2 nmo I -Cfe-pfc. «JI^LfciJfi«^blslJlX$ 

ai*«E*vofc. ^aufc-b^s ki±, raimmtoo. o 3 e 5 cm^icst 

**&a**lfc©-C, /0U->M»ttT?©-fe5 5 KmUttl. 5mmo 1/ 

■fe 5 5 KA<»«tt«l(c2ia-e* s. 
[0 0 16] 

^T-x^b^KLfc [3h] c 6 — K©BWRjSaftS«Lfc (@3B~ 
3D) . IMBSMMK (/<*JUB) fctttfcLT. [3H] C 6 -t7 5 Kl*. 

Sttt«»©'8 9±4%^ EJE<DC 6 — fe^S KM&fctKWr*fcfc % tf 
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-tr^S Ka-fO^LM'^->t-4. 7±0. 2fgig3iLfc. C*U*, 
[00 17] 

. MMffiA'&l 5«MftO)M-e. TLC#S3t£;WillM0>8 9±4%;!><. K 

ifo-S2. 7±0. 4nmo I dffijSLfco ifcf ff2$flSfr £ 6 0#&l:i. 1. 3± 
0. 6 nmo I ©t75 KtflslllRSftfco Itot, 5 0<H>0)1&$i&mmtf : ZtlX 
Mfc-fe^ 5 Ki L"C 1 B#p B Tt?(slJ|R-e#-S. -tr^ 5 K*O>C0!>*'>I*. TLC 

[0 0 18] 

tisX'/W-^Z&ftZvx. ^(DH^twtpciSgicUfco io//mo>c 
6— tr^5 K£l#H-e3@&A*-*i:, #0^ t/^U->Jfii^^m^W^ 

[00 19] 
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(12) 

titz (2. 5m g /kg) n*/ vt* («^S^^'J» it. mumitn® 

izzm'pzvr. -b^s vm&\i<t>nmw5m%mxL%fr'3tzO)T:. t??K 
&m#* fa&mmzm^z-fn i-^-^n^iftmrnzfa h^-wm^x-mi, 

[0 0 20] 

-r>t*7n-c(D, vsM&ii&iisic*t-f.&-tr7 5 \ : &mo>$}gii>m'<z>ixtzo ft 
&®mtmmzmL. wmmfeftmmTt^wtzm^xvsu (@4a 
~b) % s ts&tfmm&mi&mijiR (pcna) ta&zm^xmi&igm (@4c 
~f) zmmuzo T*7T>tKftvm&Lxwfe.<Db<Dit. vsmw\,->iz 
&z&mxmm*hzm&fimtei&<j>£. : gtetfL#x&-otzz t £^-f m 4 b> 

, ^ft-e^^-ci^. /^u->-ems*+i/c»!iM(ffl)PCNAin±aifla(Dii| 

£ (2. 8±0. 1%) It. u>hP-;UJftl^ (0. 2 ±0. 1%) ICtk^TJifl 
mzm*Uzo vth'D-C 6 -t7 5K (1. 9±0. 3%) T'ttfc<, C6~ 

t7 5K (0. 6±o. 2%) mw>m<»fi®!§X'ittj:<x%i&tommx'. p 

jLtzmzmmmmiz\z\/sM<7)m£Z%'p$-ez>ztx. -b^s K*<$r±i*?Bfi 
a^fig s -a- i. c t zmmt & . 
[0021] 

(7)jfli^¥7llSifflBa*fl)P C N Af§S!£3£'>Sti-f::o * P— *-;uttor¥JIMK8 
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ST^X?/ <? □— I g G 2 a -%.tKto%m^T P C N AllMBSIS^^ffli 
[0022] 

ft*s9±tV%m*ir---& (ERK) *X>r— K£Pl^"f SCilCcfcoT* fc«fctf 

i&b< ^□x'f tfB (pkb) ax^-K^Eas-racticjco-c. $0 

HaiS5l$<?±-ri>i:i:$*-r. tot, *7SKjW**S*IK*4***«Wi 

KBa©'J>»fctt®£SKfc (05) , /^->Si^b1 5»ftfc*tf2 4 
ftfSl&lc, ERK2fc£tf PKBa(DU>g£<b!><ii:*:Lfco Ctit>(D*^— t?<D 

„ iz^5 KA9M^IC, Ztit>0)*ri—e<J>')>mtKmi** Stt <bO>£JS U 
[00 2 3] 

fc/<;u->jfaWfl2J£ffi&i::. ERK2t>«j:t;pKBffO>'j >mbi*&'>Lfc. /< 
*^Att, y>iMb4**MttflK*ffl^r^n-^Lfc, ERK2fc<ktf PKBa 
fcRW<&ft»ttfc*>x**>?ny h£*"To PDGFT?«BSLf-N I H 3 T 3 
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[0024] 

C 6 — tr5S Ktt, A 7 r SKWm&ftmim&SiXSvv h*»<*^-9->^ 

(D¥^^1lJla^SHalBa•ca)7'7Kh-v^lcltg|jiL^cA^c)fco 

6— b7= Ktt*r*fc7#h-*>X*MLftl*C UttMlcli, 5// 

(0MC 6 -t7 5 K*fctt';t KP-C6— b75 KT?2 4I$|R|$£:I*4 OttlBlft 
SLfc-fcW^VSMtt. 1 965fc»fl!>7#h-*XtelM&5E**Lfc. =>>H 
P-JI/iLt. 5j-*$flfc*ia (100nM) *<, 2 4RRI (5 2%) fe*tf4 0 
ttH (6 9961296) 7* h-*X**»3W8Lfc. f£oT, WMlC 

[0025] 

ffeOifflflajl^tt-b^S KRI#t. «r£W!£i§J&J*£i|3JI8L#£. 7 5 K36b 

«fcLf=-b5sKftiHi*. 7fp-AttSiiaft, tURft&£tf*i::N&L*: 

'J a— fe55 K«£tt©jai*»£l*. 7xn-Al*««fc*5«fctf«R*ia«7 r 
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(15) 

wii^fc, m?Li*. mmr. j:mwim<j)9&z%mtz><r>\z%%>X'&t> 

Mlc&a^+iS-fe^S KttSfc, ««a*rf*©illi«7*** 9 *>©»*»*© 
«»=F1l6<i: 5 FJIttita*}IMEMlcHiji-r<6fl!>l=ftfflL1»&. d*i£©iiiai£, & 

[0026] 

♦tstt* «s«ttT?a)¥?»tt«iia»«*B*-r*ct a 

#±ttBJts*4«i^watt«iii*^" je»&>tfcjrcaa*jitffs. iA«*f 

. «^fl.*-r— r;n*. /<;u->ais±©tt^?i*^uTiirti*aa-r*. 
*&m©!MRfi. 2^o>&ft/vi,->r£ix-mx*titzM&W)ffim\zyiM&%. 

^= KSHM**,. *£l*l8a»dc*«RL»4. 75 K^LfcBW7->;U*^ 
m+ZtolzfifthXlb&o 
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[02 C] 

FIG.2C 



[02D] 




FIG. 2D 



[D2E] 




FIG.2E 
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[|3C] 



[@3D] 



[EH 4 A] 




FIG.3C 



FIG. 3D 



FIG.4A 
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[04 C] 




FIG.4C 

[124 D] 




FIG.4D 
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